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AB Disclosed is a product of the copptn. of 2- ( l-isopropoxy-carbonyloxy-2- 

methylpropyl) -7, 8-dimethoxy-4 (5H) , 10-dioxo-2H-l , 2, 3-triazolo 

[4,5-c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The copptn. product 
is excellent in solubility and absorbability. Crystalline I and Me 
cellulose were dissolved in DMSO. The mixture was dropped into an 
aqueous solution containing Me cellulose to give ppts., which showed a 
solubility 16.8 |ug/mL, as compared to 0.8 ng/mL for crystalline I. 
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AB Disclosed are amorphous 2- (l-isopropoxycarbonyloxy-2-methylpropyl) -7, 8- 
dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2, 3-triazolo [4, 5-c] [1] 

benzazepine (I), which is improved in absorbability and solubility; and 

a medicinal composition containing the compound Also provided are processes 

for 

producing amorphous compound I and for producing a medicinal composition 
containing 

the compound An amorphous compound I was dissolved in methylene chloride, and 
mixed with Me cellulose (Metolose SM15) and methanol. The mixture 
was then spray dried to obtain an amorphous powder of the present 
invention . 
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carbonyloxy-2-methylpropyl) -7, 8-dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2, 3- 
triazolo [4, 5-c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The 
copptn. product is excellent in solubility and absorbability. Crystalline I 
and Me cellulose were dissolved in DMSO. The mixture was dropped into an 
aqueous solution containing Me cellulose to give ppts., which showed a 

solubility 16.8 

|ug/mL, as compared to 0.8 ng/mL for crystalline I. 
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AB Disclosed is a product of the copptn . of 2- ( l-isopropoxy-carbonyloxy-2- 
methylpropyl) -7, 8-dimethoxy-4 (5H) , 10-dioxo-2H-l , 2, 3-triazolo 

[4,5-c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The copptn. product 
is excellent in solubility and absorbability. Crystalline I and Me cellulose 

were 

dissolved in DMSO. The mixture was dropped into an aqueous solution 
containing Me 

cellulose to give ppts., which showed a solubility 16.8 |ug/mL, as compared 
to 0.8 |ug/mL for crystalline I. 
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ray crystallog. data given) is claimed. The crystals of I of this 
invention have high solubility and bioavailability. Crystallization of I from 
DMF and 

water gave p type crystals of I . I is an antiallergic agent. 
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AB Crystalline 2- ( l-isopropoxycarbonyloxy-2-methylpropyl ) -7, 8-dimethoxy-4 (5-H) , 10- 
dioxo-2H-l, 2, 3-triazolo [4, 5-c] [ 1 ] benzazepine (I) (X 

ray crystallog. data given) is claimed. I is an antiallergic agent. 
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i. of 2- 


(1-i 


sopropoxy-carbonyloxy-2- 



methylpropyl) -7, 8-dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2, 3-triazolo 
[4,5-c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The 

copptn. product is excellent in solubility and absorbability. Crystalline I 
and Me 

cellulose were dissolved in DMSO. The mixture was dropped into an aqueous 
solution 

containing Me cellulose to give ppts., which showed a solubility 16.8 (ig/mL, 

as 

compared to 0.8 |ug/mL for crystalline I. 
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AB Disclosed are amorphous 2- ( l-isopropoxycarbonyloxy-2-methylpropyl ) -7 , 8- 
dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2 , 3-triazolo [ 4 , 5-c] [1] 

benzazepine (I), which is improved in absorbability and solubility; and 

a medicinal composition containing the compound Also provided are processes 

for 

producing amorphous compound I and for producing a medicinal composition 
containing 

the compound An amorphous compound I was dissolved in methylene chloride, and 
mixed with Me cellulose (Metolose SM15) and methanol. The mixture was then 
spray dried to obtain an amorphous powder of the present invention. 
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AB Disclosed are amorphous 2- ( l-isopropoxycarbonyloxy-2-methylpropyl ) -7 , 8- 
dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2, 3-triazolo [4, 5-c] [ 1 ] benzazepine 
(I), which is improved in absorbability and solubility; and a medicinal 

composition 

containing the compound Also provided are processes for producing amorphous 
compound I and for producing a medicinal composition containing the compound 

An 

amorphous compound I was dissolved in methylene chloride, and mixed with Me 
cellulose (Metolose SM15) and methanol. The mixture was then spray dried to 
obtain an amorphous powder of the present invention. 
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AB Disclosed is a product of the copptn. of 2- ( 1-isopropoxy- 

carbonyloxy-2-methylpropyl) -7, 8-dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2, 3- 
triazolo [4, 5-c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The 
copptn. product is excellent in solubility and absorbability. Crystalline 
and Me cellulose were dissolved in DMSO. The mixture was dropped into an 
aqueous solution containing Me cellulose to give ppts., which showed a 

solubility 16.8 

|ig/mL, as compared to 0.8 ng/mL for crystalline I. 
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flowing for copptn., whereas the solns. and/or liquid media 
contain the water-soluble polymers (e.g. , cellulose). 
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AB Disclosed is a product of the copptn. of 2- ( l-isopropoxy-carbonyloxy-2- 
methylpropyl) -7, 8-dimethoxy-4 (5H) , 10-dioxo-2H-l , 2, 3-triazolo [4,5- 
c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The copptn. product is 
excellent in solubility and absorbability. Crystalline I and Me cellulose were 
dissolved in DMSO. The mixture was dropped into an aqueous solution 

containing Me 

cellulose to give ppts., which showed a solubility 16.8 |ug/mL, as compared 
to 0.8 |ug/mL for crystalline I. 
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AB The title coppts. are manufactured by mixing of solns. of the water-insol . 

substances (e.g. , medicines) in aqueous organic solvents ( e . g . , DMSO, N,N-DMF) 

into 

flowing liquid media mainly co. 
copptn., whereas the solns. and/or 
polymers (e.g. , cellulose). 
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AB Disclosed are amorphous 2- ( l-isopropoxycarbonyloxy-2-methylpropyl ) -7 , 8- 

dimethoxy-4 (5H) , 1 0-dioxo-2H-l , 2, 3-triazolo [4, 5-c] [ 1 ] benzazepine (I), which 
is improved in absorbability and solubility; and a medicinal composition 

containing the 

compound Also provided are processes for producing amorphous compound I and 
for producing a medicinal composition containing the compound An amorphous 
compound I 

was dissolved in methylene chloride, and mixed with Me cellulose (Metolose 
SM15) and methanol. The mixture was then spray dried to obtain an amorphous 
powder of the present invention. 
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AB The title lipid useful as drug delivery system or emulsifier is 

polyethylene glycol bearing long-chain branching group on 1 end. Thus, 

mixing 100 mg 2-cetyloctadecanoic acid with 39 mg 1 , 1 ' -carbonyldiimidazole 

in 1 mL THF at 70° for 1 h, adding 132 mg a-hydroxy-co- 

methylpolyoxyethylene dissolved in 1 mL THF containing catalytic amount of 
NaOEt, and mixing overnight at 70° gave a- (2- 
cetyloctadecanoyl ) -co-methylpolyoxyethylene . 
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methylpropyl) -7, 8-dimethoxy-4 (5H) , 10-dioxo-2H-l , 2, 3-triazolo [4, 5- 
c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The copptn. product is 
excellent in solubility and absorbability. Crystalline I and Me cellulose were 
dissolved in DMSO. The mixture was dropped into an aqueous solution 
containing Me 

cellulose to give ppts., which showed a solubility 16.8 (ig/mL, as compared 
to 0.8 |ug/mL for crystalline I. 
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AB The title coppts. are manufactured by mixing of solns. of the water-insol . 

substances ( e . g . , medicines) in aqueous organic solvents ( e . g . , DMSO, N, N-DMF ) 

into 

flowing liquid media mainly containing water, and continuous flowing for 
copptn., whereas the solns. and/or liquid media contain the water-soluble 
polymers (e.g. , cellulose). 
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AB ME1207 (pivaloyloxymethyl ester of ME1206) was orally administered to 

beagle dogs at 12 mg/kg/day or 250 mg/kg/day for 14 consecutive days. The 
feces of each group were normal during the experiment, and no changes such as 
diarrhea were observed A slight decrease of Enterobacter iaceae and a 
transient decrease of anaerobes were observed in the 12 mg/kg/day group. A 
substantial decrease of Enterobacteriaceae was observed and as a result, the 
main fecal flora was Enterococcus spp. in the 250 mg/kg/day group. The 
detection rate of Clostridium difficile was high in the 12 mg/kg/day 
group. The concentration of ME1206 in the feces was low in the 12 mg/kg/day 
group but high (>1000 ng/g) in the 250 mg/kg/day group. 
p-Lactamase activity in the feces was low. The resistant strains 
were observed in the Enterobacteriaceae but not in the Staphylococcus spp. 
during administration of ME1207. 
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AB Disclosed is a product of the copptn. of 2- ( 1-isopropoxy- 

carbonyloxy-2-methylpropyl ) -7 , 8-dimethoxy-4 ( 5H) , 1 0-dioxo-2H-l , 2 , 3- 
triazolo [4, 5-c] [1] benzoazepine (I) and a water-soluble polymer. The 
copptn. product is excellent in solubility and absorbability. Crystalline I 
and Me cellulose were dissolved in DMSO. The mixture was dropped into an 
aqueous solution containing Me cellulose to give ppts., which showed a 

solubility 16.8 

(ig/mL, as compared to 0.8 ng/mL for crystalline I. 
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AB Disclosed is a product of the copptn. of 2- ( 1-isopropoxy- 

carbonyloxy-2-methylpropyl) -7, 8-dimethoxy-4 ( 5H) , 1 0-dioxo-2H-l , 2,3- 
triazolo [4, 5-c] [1] benzoazepine (I) and a water-soluble polymer. The 
copptn. product is excellent in solubility and absorbability. Crystalline I 
and Me cellulose were dissolved in DMSO. The mixture was dropped into an 
aqueous solution containing Me cellulose to give ppts., which showed a 

solubility 16.8 

|ug/mL, as compared to 0.8 |ug/mL for crystalline I. 
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L19 ANSWER 1 OF 5 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 2005:1078892 CAPLUS 
DN 144:104441 

TI Stereoselectivity of the reduced folate carrier in Caco-2 cells 
AU Narawa, Tomoya; Shimizu, Rikako; Takano, Shuhei; Tsuda, Yasuyuki; 

Ono, Kiyoko; Yamada, Hideo; Itoh, Tomoo 
CS School of Pharmaceutical Sciences, Kitasato University, Tokyo, Japan 
SO Chirality (2005), 17(8), 444-449 

CODEN: CHRLEP; ISSN: 0899-0042 
PB Wiley-Liss, Inc. 
DT Journal 
LA English 

AB Stereoselectivity of the human reduced folate carrier (RFC1) was examined in 
Caco-2 cells using methotrexate ( L-amethopter in or L-MTX) and its antipode 
(D-amethopterin or D-MTX) as model substrates. The initial uptake rate of 
folic acid (FA) was concentration-dependent, with a Km value of approx. 0.6 
|uM. The Eadie-Hof stee plot of the RFCl-mediated FA uptake revealed a 
single component for FA uptake into Caco-2 cells, demonstrating that only 
RFC1 is involved in FA uptake. L-MTX inhibited FA uptake in a competitive 
manner with a Ki value of approx. 2 (iM, similar to the Km value of 
L-MTX. D-MTX also competitively inhibited FA uptake with a Ki value being 
approx. 120 (iM, indicating that the affinity of D-MTX is . apprx . 6 0-fold 
less than that of L-MTX. The stereoselectivity of human RFC1 observed in the 
present study was consistent not only with the stereoselectivity of rabbit 
RFC1 observed in rabbit intestinal brush border membrane vesicles but also 
with the reported differences in oral absorption of amethopterin 
enantiomers in humans. 
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US 2007167402 Al 20070719 US 2005-561212 20051219 

PRAI JP 2003-175646 A 20030620 

WO 2004-JP8727 W 20040621 

AB Disclosed is a product of the copptn. of 2- ( l-isopropoxy-carbonyloxy-2- 
methylpropyl) -7, 8-dimethoxy-4 ( 5H ) , 10-dioxo-2H-l, 2, 3-triazolo [4, 5- 
c] [ 1 ] benzoazepine (I) and a water-soluble polymer. The copptn. product is 
excellent in solubility and absorbability. Crystalline I and Me cellulose were 
dissolved in DMSO. The mixture was dropped into an aqueous solution 

containing Me 

cellulose to give ppts., which showed a solubility 16.8 |ug/mL, as compared 
to 0.8 |ug/mL for crystalline I. 
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TI Stereoselectivity of the folate transporter in rabbit small intestine: 

studies with amethopterin enantiomers 
AU Itoh, Tomoo; Ono, Kiyoko; Koido, Kei-Ichi; Li, Yin-Hua; Yamada, 

Hideo 

CS Department of Pharmaceutics, School of Pharmaceutical Sciences, Kitasato 

University, Tokyo, 108-8641, Japan 
SO Chirality (2001), 13(3), 164-169 

CODEN: CHRLEP; ISSN: 0899-0042 
PB Wiley-Liss, Inc. 
DT Journal 
LA English 

AB Stereoselectivity of the folate transporter was examined using rabbit 

intestinal brush border membrane vesicles (BBMV) . Methotrexate (MTX) and 
the antipode ( D-amethopterin ) were used as model substrates of the 
transporter. Folic acid (FA) and MTX were actively taken up into BBMV in 
the presence of an H+ gradient. Initial uptake of FA and MTX was 
concentration-dependent with Km values of 1.5 and 1.6 |iiM for FA and MTX, resp. 
FA and MTX mutually inhibited uptake in a competitive manner, with Ki 
values being similar to the corresponding Km values, demonstrating that FA 
and MTX share the folate transporter. D-Amethopter in also inhibited FA 
uptake competitively, with a Ki value approx. 60-fold greater than that of 
MTX, showing that the affinity of the D-isomer (D-amethopterin) to the 
folate transporter is much less than that of the L-isomer (MTX) . The 
extent of stereoselectivity observed in the present study is consistent with 
the previously reported differences in plasma concentration between 

amethopterin 

enantiomers following oral administration in humans. 
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PI JP 63126840 A 19880530 JP 1986-272807 19861118 

PRAI JP 1986-272807 19861118 
OS CASREACT 109:210541 

AB Pyruvic acid (I) or its esters are prepared by 03-oxidation of methacrylic acid 
(II) or its esters, followed by hydrogenation of the resulting reaction 
mixture in the presence of Pd at <15°. A solution of II in MeOH 
was bubbled with 03-containing 0 between -15 and -20° for 70 min and 
the reaction mixture was treated with Pd/C with feeding of H between -5 and 
-10° for 30 min to give 97% I (conversion 100%), vs. 1% (conversion 
100%) for a control by hydrogenation at 17-20°. 

L19 ANSWER 5 OF 5 CAPLUS COPYRIGHT 2008 ACS on STN 
AN 1988:437513 CAPLUS 
DN 109:37513 

TI Process for the preparation of glyoxylic acid useful as intermediates for 

pharmaceuticals and agrochemicals 
IN Arashiba, Nobumasa; Asano, Shiro; Ono, Kiyoko 
PA Mitsui Toatsu Chemicals, Inc., Japan 
SO Jpn. Kokai Tokkyo Koho, 6 pp. 
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DT Patent 
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PI JP 62298552 A 19871225 JP 1986-139211 19860617 

PRAI JP 1986-139211 19860617' 
OS CASREACT 109:37513 

AB Glyoxylic acid (I), a known intermediate for pharmaceuticals, agrochems . , 
cosmetics, and perfumes, is prepared from maleic acid (II) with high 
selectivity and yield. To II dissolved in MeOH at -45 to -40°, was 
fed 0.93 volume% 03 in 02 for 2 h followed by N for 15 min and then the 
reaction mixture was stirred at 10 kg/cm2 H gage in the presence of 52 weight% 
Pd/A1203 to heat slowly up to 10° in 1.5 h and for further 1 h at 
10° to give 93% I (II conversion at 100%) without peroxide 
formation . 
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TI Tricyclic pharmacophore-based molecules as novel integrin avP3 
antagonists. Part 2: Synthesis of potent avp3/allb(33 
dual antagonists 

AU Ishikawa, Minoru; Kubota, Dai; Yamamoto, Mikio; Kuroda, Chizuko; Iguchi, 
Maki; Koyanagi, Akihiro; Murakami, Shoichi; Ajito, Keiichi 

CS Pharmaceutical Research Department, Meiji Seika Kaisha, Ltd., Yokohama, 
222-8567, Japan 

SO Bioorganic & Medicinal Chemistry (2006), 14(7), 2109-2130 

CODEN: BMECEP; ISSN: 0968-0896 
PB Elsevier B.V. 
DT Journal 
LA English 



AB We synthesized 4-aminopiperidine derivs. of our prototype integrin 
avP3 antagonist 1 in an attempt to increase the activity and 
water solubility Introduction of one or two hydrophilic moieties into the 
central aromatic ring and/or the benzene ring at the C-terminus of 1 
increased water solubility and enhanced inhibition of cell adhesion. The 
results of a structure-activity relationships (SAR) study indicated that 
the torsion angle between the central aromatic ring and the piperidine ring, 
and the acidity at the sulfonamide moiety, might be important for 
avP3 receptor binding activity. Some of these compds . are 
novel and potent avP3/aIIbp3 dual antagonists with 

acceptable water solubility and a satisfactory early absorption, distribution, 
metabolism, excretion, and toxicity (ADMET) profile. 
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AB Disclosed is a product of the copptn. of 2- ( l-isopropoxy-carbonyloxy-2- 
methylpropyl) -7, 8-dimethoxy-4 (5H) , 10-dioxo-2H-l , 2, 3-triazolo [4,5- 
c] [1] benzoazepine (I) and a water-soluble polymer. The copptn. product is 
excellent in solubility and absorbability. Crystalline I and Me cellulose were 
dissolved in DMSO. The mixture was dropped into an aqueous solution 

containing Me 

cellulose to give ppts., which showed a solubility 16.8 (ig/mL, as compared 
to 0.8 |ug/mL for crystalline I. 
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TI Role of transporter and metabolic enzyme in sequential and competitive 
process of intestinal absorption: Study on SGLT1, disaccharidase and 
peptidases 

AU Mizuma, Takashi; Matsumoto, Seiichi; Hagi, Katsura; Koyanagi, 

Akihiro; Narasaka, Takuo; Fuseda, Norihiko; Hayashi, Masahiro; Awazu, 
Shoji 

CS Department of Biopharmaceutics, School of Pharmacy, Tokyo University of 

Pharmacy and Life Science, Hachioji, Tokyo, Japan 
SO Yakubutsu Dotai (2001), 16(3), 258-263 

CODEN: YADOEL; ISSN: 0916-1139 
PB Nippon Yakubutsu Dotai Gakkai 
DT Journal 
LA Japanese 

AB We have studied intestinal metabolism and transport, which is considered to be 
a sequential (1) or competitive (2) process in absorption (Scheme 1). (1) 
Disaccharide (maltose, cellobiose, lactose) conjugates of p-nitrophenol 
were hydrolyzed to p-nitrophenyl p-glucosides (p-NPPglc) on the 
mucosal side. The p-NPPglc was transported by Na+/glucose 
cotransporter (SGLT1). Transport clearance of p-NPPglc formed from 
cellobiose and lactose conjugates of p-NP were higher than that from 
maltose or of p-NPPglc itself. These results suggest that SGLT1 is 
cooperatively coupled with lactase/phloridzin hydrolase catalyzing 
hydrolysis of cellobiose and lactose conjugates. There might be a 
cooperative relationship between peptidase and H+/oligopeptide 
cotransporter or amino acid transporter as well. (2) Kyotorphin (KTP) was 
too unstable in intestine to be absorbed. KTP appeared on the serosal 
side in the presence of peptidase inhibitors. Meanwhile, cyclic KTP was 
stable in intestine to be absorbed. Absorption clearance of cyclic KTP 
was higher than the overall transport clearance of KTP, which was calculated 
according to the metabolic inhibition model. Competitive process was 
observed in intestinal absorption of a-naphthol as well. These results 
indicate that metabolism degradation and membrane transport are competitive. 
Unless a drug is stabilized against metabolic enzyme, intestinal 
absorption of the drug can not be improved even if membrane transport is 
increased . 
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TI Critical factor in intestinal absorption of peptide drugs: Quantitative 
analysis of peptide drug absorption which is competitive process of 
metabolism and transport 

AU Mizuma, Takashi; Koyanagi, Akihiro; Awazu, Shoji 

CS Department of Biopharmaceutics, Tokyo Yakka University, Tokyo, Japan 
SO Peptide Science (2001), Volume Date 2000, 37th, 259-262 

CODEN: PSCIFQ; ISSN: 1344-7661 
PB Japanese Peptide Society 
DT Journal 
LA English 

AB Intestinal absorption of modified kyotorphin (KTP) analogs were 

kinetically evaluated. Absorption clearance (CLabs) of cyclic KTP, 
KTP-pAPPglc and Boc-KTP-pAPPglc were higher than that of KTP 
(0.247 (il/min/cm) indicating that derivatization of KTP increases the 
membrane permeability. Furthermore, the greater the metabolic clearance 
(CLmet) of KTP and its derivs., the lower the CLabs. These results and 
simulation study led to the conclusion that intestinal absorption of 
peptide drugs is a competitive process of metabolism and transport and that 
metabolic degradation in the intestinal tissues is more critical than membrane 
permeability (transport) for oral delivery of peptide drugs. 
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TI Intestinal transport and metabolism of analgesic dipeptide, kyotorphin: 

rate-limiting factor in intestinal absorption of peptide as drug 
AU Mizuma, Takashi; Koyanagi, Akihiro; Awazu, Shoji 

CS Department of Biopharmaceutics , School of Pharmacy, Tokyo University of 
Pharmacy and Life Science, 1432-1 Horinouchi, Hachioji, Tokyo, 192-03, 
Japan 

SO Biochimica et Biophysica Acta, General Subjects (1997), 1335(1-2), 111-119 

CODEN: BBGSB3; ISSN: 0304-4165 
PB Elsevier B.V. 
DT Journal 
LA English 

AB Intestinal transport and metabolism of kyotorphin (KTP) were studied in rat 
everted small intestine. KTP on the mucosal side was metabolized 
completely within 60 min, and any amts. of KTP were not detected on the 
serosal side. On the other hand, [D-Arg2 ] -KTP (D-KTP) was stable on the 
mucosal side to appear on the serosal side. However, N-t-butoxycarbonyl- 
KTP (Boc-KTP), which was metabolized on the mucosal side faster than KTP, 
appeared on the serosal side. In intestinal homogenate, KTP was 
metabolized, and the metabolic clearance (CLmet) was decreased by 
peptidase inhibitors, bestatin, o-phenanthrolin and tryptophan 
hydroxamate. In the presence of these peptidase inhibitors, the 
absorption clearance (CLabs) of KTP was increased. The less the CLmet of 
KTP was, the more the CLabs of KTP was. Meanwhile, Boc-KTP in intestinal 
homogenate was stable even in the absence of peptidase inhibitors. The 
CLabs of Boc-KTP was constant irresp. of the stability on the mucosal side. 
Kinetic anal, by the metabolic inhibition model indicated that the 
stabilization of KTP in the intestinal tissue could increase the CLabs up 
to 0.247 |uL/min per cm, which was as much as the CLabs of stable D-KTP. 
These results led to the conclusion that rate-limiting process in 
intestinal absorption of KTP is metabolic degradation in intestinal tissue 
during the absorption. 
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AB Peptidase-degradable leucine enkephalin (LE) was coupled with cellobiose 
or gentiobiose. In the absorption expts., cellobiose-coupled LE (CcpLE) 
was more stable than LE itself on the mucosal side, and CcpLE appeared on 
the serosal side. Destyrosyl LE coupled with cellobiose was not formed, 
indicating that sugar coupling provided LE with aminopeptidase resistance. 
In the presence of angiotensin-converting enzyme and enkephalinase 
inhibitors, the stability of CcpLE on the mucosal side was increased, and 
as a result more was absorbed. Furthermore, the absorption clearance was 
much higher than the value expected from the mucosal concentration of CcpLE. 
Similar results were observed in the absorption of gentiobiose-coupled LE . 



In the LE absorption experiment, however, LE was not detected on the serosal 
side even in the presence of these peptidase inhibitors. Improvement of 
intestinal absorption by sugar coupling and peptidase inhibitors was 
evaluated kinetically, indicating the exclusive contribution of metabolic 
degradation of LE through intestinal tissues to the absorption process. 
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AB To an aqueous solution containing Cu(N03)2, Y(N03)3, and Ba(N03)2 in the molar 
ratio 

of Y ( III ) : Ba ( I I ) : Cu ( II ) of 1:2:3 was added an aqueous solution containing K 
oxalate, 

followed by adjustment of the pH to neutral or alkaline, to obtain coppt . of 
Cu(C204), Y2(C204)3, and Ba(C204). The coppt. was pyrolyzed at 
750° and finally sintered at 950° in air for 12 h. 

Measurements of the d.c. conductivity of the resulting sintered body showed a 
transition to supercond. at 91-5% with a narrower transition temperature range 
and higher critical elec. c.d. as compared with a sintered body made from 
Y203, BaC03, and CuO powders. The sintered body prepared by the copptn. 
method was composed of fine (l-2)-(im grains. 



